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y, y f-^r ^ y , ^f;vr^y, 

y, -<y^7^A r-fe^-/vT$y*ds*jf btt*. 

#tcT^y. v^yf^r^y, 7t^7^y^*u 

/U^^f:y (Mill y^^^. , y 

nr/^/i^ (Mill ^nyo^K i^ny^vK 

Jl ^5/^, it*. 3^^) . &m 

T '/V^/Vt^^ (Mid y^/^^r->^7^ 

ffijRAn7^ (Mill hy7/Vtn^f/V) . g 

**ixrv^-ct>J:v^T$y (Mill y^^r^y. ^ 
y^/vr^y, ^/w^^xf/ur^ y) , yr— ^y. 
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^^-) . ^B7^ (0H;itf, v^n^ntVK *> 
^o/f;K ^d^V'^A') > /Np^y (#I;ifif, 7 

jyiR. 46*. a^S) , a^tf*^ <sar/w^ 

s^Ao^i'jtrA'tf^A') , ^hn, ->T 

✓m^ta^a- (#Jx.tf> h y y/^vt^/v) % ry- 

M7;^/u («;fctf. =c^A\ n-^n 

tf/K -fy^ntf/K n-^^/K >f y^f;K sec 
-^^VK t e r t-^^/K n — O'^/K ^y^V 

n e o "V^/K t e r t — '^^VW) % 

T/V^xvv (#Jx.f:£, lf:=A\ ^n^n/P) , TA^^ 
A' (0Hx.fi* ji^-^/K 7x=;vxf=i;l/) , I^7/V 
XSJA' mZ-&. *A^/K T-fe^/K ^ntr^ 
AO % 7^/>t^^ (#!;U2. Tir^vW-^V) % Tv' 
/WT^y, foWCTfr*^*^*— A* (#]x.tf. t^A-* 

K (tflx.!*. jrWK, 7*=^WK) ^tf^ffc 
-5c rg&£;ft/Tl^Tt><fc^T 7/1^/^1 <*rLTte, -< 



rtiifcStvc^Tfc J:v^rn7 y — a^ta^a-j <tu 

T«\ 4-fc°y^/^^/K (f7/-^-4 — fAO 
{'Oy^TV— /W-3-* -fAO y^/K (>f 

A"-3->fA0 y^/K (1 -^/W^A'*— — f>- 
K— A?— 3 — fAO >?VK (1-T-fe^A- — f^K- 

— f /V) y ^vK ( 5 - :7 Ao*-n — f >- K— A"- 3 — f 
AO 3vK ( 7 — * ^ K~ A'- 3 — f AO y 

^A^s^lffe*x5 0 
[0 0 2 1] 

mm<Dmm^mm] *»iHMMP-8ia»w-e«>sft 

(I) ft, — JR3; (XIII) -C^tL5a-7^ 
n^>CO^&dWO 9 7/2 7 1 7 4lCfBife£*vC^ 

So 

A«fe:{b*« (i) ^^;ov^T^tt 

Bife:— (I) IC*5V>TR 3 ^ (- h^^/- 
CS5fe:-«5S: (I) {C^oV^TR 3 ^ (-C (Hl^^) 

c- (:7^/K ^^^>-) -) -e$>S{b^«i(co^ 

Dife:— (I) (C*3W>TR 3 ^ (-C ( = 0) -N 
H- {y=c-~jV) -) T^5{^(CoV^T^&o 
Eft:— (I) iC*5V^TR 3 ^ (- {7 ^^/V) 
-) "C 5 {b^^ J^OV^T <D^f&m o 

[0 0 2 2] (Aft) 
Ut3 2] 



R 

H2N^CX)OR 7 

2aa 



R 1 

— T — : ^ R 4 -R 3 -SO z -N COOH 

R 4 ~R 3 -S0 2 -Hal ^ 

k 



R 

Ifl ^ R 4 -R 3 -S0 2 -N^CONHOH 

R 2 



*LiZIL R 4 - R 3 -S0 2 "N ^CON HOR 8 
R 2 



R\ R 2 , R 3 , *5<tT7R 4 fittiai:^ica^ R 7 r±7K**fcrt:*/^^->««*, R 8 ^t Kn^yftB 
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Ha lfiAnyy^f) 
[0 0 2 3] (XIII) frbfc&m (la) — <DR]& 

(xiii) <dt ^ym&*/i'*=M£-tz>&.fo 

m^*^**isi%mm<D&&*£Z?T? 0 it&to (la) 
h\\&m (lb) ^^l^/^^i/^t Kn 
ft-TSR* («2II) -Cfc^o (la) J&> 

b^fe (lb) ^fi, fk^« (la) fcfc 

S*Tfls^4fc (XIV) (*3I© . KMK 

(I4lt) lCttLTt>£V\> *A*~/Wb:J3<fctft: 

tf, (xiii) ^^wr^y^t:, tteKo#SET* 
*/W^/MbWSS* R 4 -R 3 -S0 2 Ha 1 

(R 3 ^J:T^R 4 ^ttfIS^^a ; Ha l=^nW T? 

[00 24] (* 1 JK*Hb£«0>ft (xiii) -Ctj* 
o<b<oiirfrl£n p n £ ITAf-CfSo *<Dm<Dh<Dtem&i 

y^^cfe, J. Med. Chem. 38, 1689-1700 (1995) Ga 
ry M. Ksander et. al. iCfB^CO^&^^^o T-^^Tr 

9. ^oflbofcottSHHft^lRffii 4#. 1787M. (1 
978), Synthesis 852-854 (1986) Tatsuo Hamada et. a 

^^lilTH Mfctf* «^>v (#j;tk£. 

^i^-r/K t e r t ~y^/V^7,y L /U, *<Wi?/U=^XT 

HS$*i*a*. <b£^ (lb) Sr»5fc*lcH:, x^f;KD 
/u*=/WbR*«>WKt ttli, {b-&<& (xiii) ^*5v> 

b y * a x tk^{l^ y y ^Af^tn 



m?fc<5 0 »L ffc-g* (la) K:*5tt3R\ R 2 . R 3 . 
^fcti:R 4 ^^yv^^/Hblc^^^S©^ 

^^%llkX'fo%>W& t^te* Protective Groups in Organ 
ic Synthesis, Theodora W Green (John Wiley &; Sons) 

tt. £^tCS^^/u*A'AT^ h\ rh7t K077 

*Lfcf, ^y^ny h\ 'O'SJ/K/nS K^) «E«rJn 
X_ x 3-3 0m #*U<lilO-2 0«pB«#t5 
n £ K J: «9 S |$<0N-R 2 #:£r#5 r t&X% Z> 0 
[0 0 2 5] (121© tKoWK (lb) J*, fc 
Kn^/i/r^Vlrft^* (la) *fttt<DRJ$;&mm 

r^vf^ii^ -toifew-jwift Mtft y>« 

RlSJcttffl-t-So ttUEfcUTtt, hy^/^r^^ 
N, N-^f;vr^!)y, N-^^/^/^y^o 

fcm*»VJ*m<ommmM&m^zz.t&x$z> 0 <b^ 

« (la) t Kn^AiMk<o]K»fcLr*W 

^rVW/V^^^ ^ h\ 1 -^^/u- 3 - (3 -v?^^- 

^fc^^f>^^^ffl^e>n, sismatt, - 20 
^—4 ot, m-tt u< ^7jc^-^r% Rjts^mia 1 m 

ri-l6^f|-Cfcao fb^ (la) ©Ki4R9#tt 

(la) t^^S («itrf, hyxf;V7^ 
V) ^T^i^nyWbfe mx-tt, ^nnRIx 

(la) i:/NnyyftK« 

X\\&m (XIII) *C*5t^TR 7 ^*/UsJ?^->««S 
X.ff, t e r t-^/K -O^) -C*>St> 

ffii-Htfi<. ^tt^^^/W^b^ (la) XL*A,i£*J 
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^ (la) (Dfcfo&mmftCDK KD^rtA^b^^ 
te, fk-g* (la) £-£<£>££fflV^<t£^fc Kn^rf-i, 

[0026] (B3xm) ^xmr*^$^t6^$tt 



Kn^>/V7;^ O- (t e r t-Zf^/V) t Kn 

U a»<D5t (lb) ^£ft*fk<&*icW 
< 0 £©*3fcJBtSftfc:««ft&* (la) &£X* 
(lb) tt^ftio5MB % MS^S («x.tf, fwhjr? 

So 

[0 0 2 7] (B&) 
[ft 3 3] 



R 1 

H 2 N^COOR 7 



H 2 C=HC 



I 

S0 2 -N^COOR 7 

- H 



OHC 



S0 2 -N^COOR 7 
H 



XVI 



«3I1 



R 5 



O zH /=\ I 

S-N-N-CH-H^^^ 2 -N^COOR 7 



S56XS 



XVTTT 
N=N ^ 

N=N y— 



S02-N^C00R 7 
H 



R 

SOg-N^COOH 
H 



R5 ^^3~ N ^N < ^XZ^" S ° 2 "h CONHOH 



(5£*», R\ R 2 N R 5 :fcJ;tfR 7 M?Ji2tll^l£) 
[0 0 2 8] {frfr* (XIII) (XV) ^(^SJ^ 

It. fk-ft* (XIII) (D7^/S^^;^r:/Wbt5^ 
(111® -CfctK A^lIgtTOctT^t^ 

X-t^o (xv) (xvi) ^©Rjfcrau 

a) -efc£ 0 fk-&» (xvi) frhfc^m (xviii) 

m) -c^^o fk^$J (xviii) a^fM* (XIX-a) -^CO 
rafcte, fk-6* (xviii) oN-7/v^/Wb^;^ 

linia*liMWcfT5r*#T?*3. ft#^ (XIX-a) 
d^fefk** (XlX-b) ^<DS«tt*;^yitRi#S:h 



XEtbip, A&I 2 -1 4 lit ^CtT 9 C t 5o * 

[0 0 2 9] (JUS Afefllgtl«l:ffn 
(^2I§) ft^» (XV) Sr^^nn^^^, ft*^.^ 1 

/^t tfk-g^ (xvi) ) ^t^mt^ 

fftt. - lOOt-M, #3;L<te-7 8 

T, RJS«pB(ltt, 0. 5-10^ #*L<J*l — 3 
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(8*3 IS) ik&m (XVI) Sr, ^ t 

Z>^b\z.£V) Bttb-rZik&Vo (xvn) 

M-SOt, RJ&mmii*. 3~3 0m ^^L<fi 
10-2 0^t?^5o 

lot:, f&*L,<no s c~~5X:\zTmm.m, &£xtw.ffi 



til 0-3 oft-vhZo z<oRjsmK&fe&fo (xvn) 

-l s^—^a-ei — i of*m. l< j*2 — 5b#i?s 
Rl6$*srtjc:i?>, IW^bMi (xv) ^taElftS 

<5 l£ > Protective Groups in Organic 
Synthesis, Theodora W Green (John Wiley &; Sons) 

(I5ig) a&ss i xmtmmzff as-et * 0 

[0 0 3 0] (C*fc) 
[flS3 4] 



R 1 

HaN^COOH " 
20H 



n 



H 

XX 



C5C-f Vso 2 - 

XXI 



H 



CHC-f ;>-so 2 -| 
2D0La 



N^COOH 3MXg , 
H 1 



so 2 -i 



R 

N^CONHOH 
H 



xxn-b 

[0031] (xiii) frbik&yo (xx) ~*cDra& 

fb-B* (xni) <DT^;m**fr*-Mk1rz>Ri& 
an® A^ixmt^tctTpr 

-?#5o ffrg* (XX) J^feffrfr* (XXI) ~*a>Rj£tiu 
^^^/vo^c2y^g^^^s^0(cLT--y^ (H 
e c k) IsLffc (K. Sonogashira, Y. Tohda, and N. Hag 
ihara, Tetrahedron Lett. , 4467 (1975) ^\Z.^M) &m 
V^HM«^«:*A'raEJS (m2XM) -CfcSo <b^ 
m (XXI) a><Mb£*&) (XXII-a) -^O^fi. ft&m (X 

xi) (ON-r/^/Hb^^^^^SSco^*SrtT 

(S3I§) "Cfe«9, A«fefBlXS^P«^tT9 

rtm^o <b£^ (xxn-a) frbik&ya (xxn-b) 
mfcTZBUfc (I41g) ASI2^4II 

(SSl IS) A^lIg^fCtT^^m^o 

(*2IS) {b^ (XX) ZVt^JVibJVJxT* h\ V 



W«K*f. ^°7^!)AM («*.!** Pd(Ph 3 P) 2 Cl 2 ^) . 

h vj x^/V7 5: ^y:/ntVl^^/KT^>^) CO 
##T, m^-zu^^if^^co^^^/Ug^W-r^ (R 
5 -7^-/u-C (51^) C-) WSMfrSrEffiS* 
SCfcfcJ:* (HeckSJfc) . Slftt-rSib^ (XXI) 

— tds-e#So siSfflfttt. iia-ioo 

X:, #3: U< tt^ffl— 8 Ot, KJKl*Wltts 3-30^f 
IRL Kl<filO-2 0^T^o R l *5j;t*R s J&S 
^J6^^^5lMTfc6^l:H Protective 
Groups in Organic Synthesis, Theodora W Green (Jo 
hn Wileyfc; Sons) *tC|B*0*fet»^J?>«« U M£ L 

(8 31® AjSfeSlIgt^tTPCtmS. 
(»4I8) A&»2-84lSfcl^l«^fT5^t^'r 

[0 0 3 2] (D&) 
1^3 5] 
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Ft' 

HaN^COOR 7 

xm 



gin. 



0 2 N 



O 



R 1 

SOz-N^COOR 7 
H 

XXTTT 



H 



f*3Xg 



XXIV 

o 



XXV 



S0 a -N^COOR 7 
H 



R 1 



XXVI-a R 



(5£<f. R\ R 2 :fcJ;tfR 7 te^iS^;lc|g) 
[0 0 3 3] fb*4fc (XIII) (XXIII) —CO 

rjsbu it&m (x) cor 

ni) a&b 1 xMtmm^u o^t 
te-a^ (xxin) (xxiv) —cos: 

-^Xcos^#«r-^T5r^dsr*#5o (xxi 

v) a»bffrMb (XXV) — (DRfote. 7^=-/ls(DT^/m 

TtT5^^m6o (XXV) (XXVI- 

a) — toBUSft* it&m (XXV) CON-T/U^/Ht:^^^ 

A&IBixS^^W-firiw^iftST'frSo ffrfr* (xxvi 

-a) t*htt&m (XXVI-b) — <DRjfc\tt/l'78>'WtW§mfc 
AjfeiB2-JK4Xei:l^*fc:fT5 

So 

(* ix® a&ib i xa^ mm^ft #-e# So 
(f 2ii) ft&m (xxin) **y-/K 
-/k m^/u t mivoffjKi', (Pd-c, pto 2 , 



XXVI-b 



R 1 

-SO 2 -N^C0NH0H 



Raney NiW G0##T, tK^#S^CT. ^ff^fcf^P 

(XXIV) Sr#5r fc3&s-e#S 0 RJSSfflAtt. 7k^T-8 
Ot:, #&L< h*^ifi-~5 O^C, SJEWIWrau 1 — 10 

(1311) (XXIV) Sr. ^f;^AT^ 

^ri/K. rirb— mj/k ^vuy, h/V^>\ -"0"fef 

mft&8J&£i£Z>Zb\z£'0, Bttt-TSfb-Mfc (XX 
v) ^t*«tS^fc^#5c S*?afftt, Tk^T- 

ioot, Ku<ij:ia-6ot, ^mntt, 3 — 

3 0111, U< 111 0 — 2 5P£PpH-C$>5o 
(I4I§) A»JBlxai:ra«lc:tf5wt^'C#6. 
(SB5XS) A«fe*2-*4XStra«lcfi l 5rfc*s-c 

[0 0 3 4] (E*£) 
[ft3 6] 
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Hal 



R 1 

SOa-N^COOR 7 S 1 XS » 
H 

XX 



•-O-O-^-tr^ 000 ^— 

xxvn 



xxvm.a 



R 

-N^COOH ■ 
R 1 



S0 2 -N XONHOH 



x xvm -b 

(5£*. R\ R 2 . R 5 , R 7 , fc«tU?Ha lttttlB*:H 

"M^o ) 

[0 0 3 5] \\&m (XX) frbte&m (XXVII) — <^)^ 

5tJ& (M. J. Sharp and V. Snieckus, Tetrahedron Let 
t. 26, 5997 (1985) ^KfE^) £r£l^T (R 5— 7x^- 
AO Sr»A*f5RlS «1I8) "?&>3o fb^&J (XXVI 
I) d*6>ft-&* (XXVIII-a) — CD^JSte, {b^#3 (XXVI 
I) <ON-T^/Wt»^*^*^«»a©»*«rW 
5RiS <*2Xfi) -0*>!K A«fe*lxatW«KHr5 
{frS* (XXVIII-a) *»bfl2£* (XXVIII 
-b) ^SJEStt^^^KRWfr^fc Ko*fA»R» 
ff^SHfc-TSSlS (^3Ig) -CfcO. A«feJB2-JR4 

xa*i^*fc:fT5r #xstcov^*fe^ 
(fBixs) {frg* (xx) ^^f^Mru\ h 

aC?^»a«HK (#Jx.tf. Pd(Ph 3 P)««) , UL 

m mm. mmxvvj*. vmnn^sv^ hv=>* 

/W3j?n^iMfOB(0H) 2 «&lCB<Et) 2 *» (R 

A) , BWt-fSfls-Wfc (xxvn) ^^ggft-rsr^ds 

-8 0t, J£J0$Mtt. 5-5 0Nf^ £r£L<tt:15 
— 3 0 WTO R 1 *5J;T/R 5 ^*:SlSO|»*i:^S 
@lfeii£"C&><53IHH£f3^ Protective Groups in Organic 
Synthesis, Theodora W Green (John Wiley &; Sons) 

(B2Ii) A»HllX«tWI«fcfT5Ci3ftS-C#5. 
(I3I§) A*»2-*4XSfcH»CfT5r*#-T? 



[0036] t^?m&\zn. mm± 

*5J:t«r«» (ML ^^HL r^A- 
ft* ^Vifv^A'Tfcvg^ p— hA'=*->xA'&>W&) 

»W<b^1fer4«pS©»tt(*:|CRR^i-5 fearer** < , ± 

siawse-sr^u ^ hy v?xftM&mm~rz>o m» 
*>r A>xm$km mm, h i vjssfe© wan?, 

A* Ifcffi. fflUtfi. #»JR, «MMC* 

jkw^. mils, jkWjtfeft®, sk^m. mm, mti. 



-18- 



*0. 1-1 0 0mg/kg/9-Cfe^ »*b<r±l-^2 
0mg/kg/p-C£>5 o ^Tl^^*3J:tm»^J^^(f 

X) 

i Kill 

HaN^COOH 
XXI 

[0038] mi IS 

(R)-(+)-7x^;U77^y({^ XX-1) 1. 65g(10miDO 
D^^f/^/UAr^ K50ml, *35ml^f£l£, tK 
ft, Jf #Tl£ b !J S 78ml (20nimol) &1m 7L 

tz 0 ^:v^-C4-fcr^ 3 l^/^^/^7^n/^^^ y K2. 52g(10mm 
oD^^^fM/VAT 5 Kl0ml^$r5^T^nxfc o 

K h 1- 35g (lOmmol) , l-^^vV-3-(3-v^ 
f'A'T 5 / :/n tVP) %/U7$i?^ * V&mi&2. lg(llmmo 
1) „ tKo* is/lsT * ^mMM3. 47g (50mmol) „ h V 3L 
f/vr ^ >7ml (50mmol) ££Dx_7c 0 ^-C16^P^St^ 

Rj&m&mz&g&frWem^Mcxmmvfco 2n 
-mm. simm*** h y mzxm9Hk» 

?y>(— MftU ^nnxjx/w^/^^y -yv=40/l^i^20 
/llcr»M+5»»^ftSfc?8*oaWE(ft-&* (D) 



M e : ;* f/U 
t B u : t e r t —^^JV 
DM SO : ^^f/^M*VK 
p-T s OH : p- h/^>^/^>Wt 
[0 0 3 7] 

Kb 3 7] 

^-^Q-SO a -N^COOH 

1. TOg&ftfco 1 **^*. 
S*^169-170 t C o 
7C^^W(%) C 21 H 2O N 2 0 4 S 
ft-lL^:C;63.62, H;5.08, N;7.07, S;8.09 
3HMfi:C;63.61, H;5. 12, N;6.98, S;8.06 
IR v max (cm^XNujol): 3365, 3295, 3266, 1674, 1320, 
1159 

NMR(6ppm)d 6 -DMS0:2.61 (dd, J=8. 6, 13. 4Hz, 1H), 2. 
80 (dd, J=6.0, 13.6Hz, 1H), 3.80 On, 1H) 
[a] D : +18.5±1.2(c=0.503%, 25^, DMS0) 

7X2 7 1 7 4\cmM<0^m^m^X{t^ (2) Mfc 

&m (so) ^fsufco mm s f*-**$k~rv>&\'^\ 

2 M;^ Ufcp 
[0 0 3 9] 
[^1] 
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R 1 

R c -S0 2 N^COY (XII) 

n 2 



mm 

No. 


R' 






Y 




>H-NMR(0 ppm) 
d*DMSO 


J 2 




H 




OH 


R 


2.88(dd, J=8.0, 14.0 Hz. IH). 3.09(dd J=6.0, 34.0 
Hz, JHX 3.91(m, 1H). 8.23(ra. IH). 10.790 IH), 
12.70{fcr, IH) 


3 




H 




NHOH 


R 


2.72(dd, J=7i 13.8 Hz. 1HX 2.97(dd, J=1.0, 14.8 
Hz,lH). 3.81(m, IH) 


4 


CF3CH2- 


H 




NHOH 


R 


2^2.7(m, 2H), 3.99ft, J=7 0 Hz. IH) 


5 




H 




NHOH 


R 


0.60- l.G2(m, 13H). 3.66(1. J-7.4 Hz, IH) 


g 




H 




NHOH 


R 


2.67<dd, J=fl.2, iai Hz, IH), 2.84 (dd, J-5.3, 13.6 
Ha, 1H3. 3.8Z(rn. 1H> 


7 


HOaHC- 


H 




NHOH 


R 


3.29(dd, J-6.7, 10.7 Hz, IH), 3.43<dd, J=8.4, 10.7 
Hz. IH). 3.62<m, IH). 7.86(0, J=*-7 Hz, 2H>. 7.88(<|, 
«l=B,7Hz. 2HX 7.98(d, J^BHz IH1 10.61<a. IH) 


a 




H 




NHOH 


RS 


2.87(dd, J=5.6, 14.2 Hz. 1HX 2.9S<dd, J=8.4, 14J2 
Hz, IH), 4.02(dd, J-2.2, 8.6 Hz, IH), 7.24<d, J=2j0 
Hz, 1HX 8-83(4, J-2.2 Ha, IH) 


9 




H 


oo 


NHOH 


RS 


2.62(dd, J-9.9. 13.5 Hi, IH), 2.7B(dd, «T=S8, 13.0 
Hz, 1HX 3.77(1, J=6.2 H2; IH) 


1 0 


go 
?* 


H 




NHOH 


RS 


3.12{drl J=10 3, 14.3 Hz IH), 3.89(dd, J=3.3, 13.5 
Hz. 1H>, <L20(m, 2H). 5i)0(brs. IH) 






CHa 




NHOH 


R 


2 83<m, IH). 3.03(5. 3H). 3.43<m. 1HX <76<m, IH) 
(CDC10 



[0 0 4 0] [^2] 

R 1 









R 6 -S0 2 N^COY 
R* • 


(XII) 






No. 


R 1 


R 3 




Y 


4 


! H-NMR( 6 ppm) 
do-DMSO 


1 2 


(CHsfcCH- 


H 


-KXh 


OH 


R 


O.SKd. J=6.9 Hz, 3HX J=6.6 Hz. 3H), 1.32{ a . 
9H> 


1 3 


(CH»),CH. 


H 




OH 


R 


0.82(d l J=6.6 Hz, 3HX 0.85(d, J=6L2 Hz SK), 
1.94(m, IH), 3.58(m, IH) 


1 4 


<CH 3 )iCH- 


H 


-OO 


OH 


R 


0.82(d, J-6.2 Hz. 3HX 0.86(d. J=8.2 Hz 3H), 
1.96&I1, IH), 3.57(m, IH) 


1 5 


HOOCCH2CH2- 


H 


O-O- 


OH 


R 


1.68(dd, J=7.9. 14.1 Hz, IH), l.87(dd. J=6.0. 14. X 
Hz. IH). 2*22(t. J=7J2 Hz 2HX 3.80(m. IH) 


1 6 




H 


OO- 


NHOH 


R 


Z61(dd J=8.6. ia4 Hz, IHX 2.80(dd 1 J=€.0, 13.6 
Hz, IH), 3^(m, IH) 


1 7 


Q-CH*- 


H 


O-O- 


NHOH 


RS 


l.GStra, 2H), 2.37(m, 2HX 3.64(1, J=€.9 Hz, IH) 


1 8 


o~ CH2 - 


H 


OO- 


NHOH 


RS 


2.68(dd, J=9.8, ia7 Hz. 1HX 2.79<dd. J-5.6, 12.8 
Hz I HI 3.85ft. J=7.0Hz IH) 


1 9 




H 


OO- 


NHOH 


R 


4.88(4 J=9.4 Hz. IH). 8.74(4. J =9-4 Hz. IH), 8.98( 8 , 
1HX 10.924b, IH) 


2 0 


Q-CH 2 0-CH 8 - 


H 




NHOH 


R 


2.69(dd, J=7.6, 13.5 Hz, IH), 2.93(dd, J=7 6. 13JB 
Hz, 1HX 3.77(1, J**7_6 Hz, IH) (CDjOD) 


2 1 


Me 

OX-,- 


H 


O-O- 


NHOH 


RS 


2,7 l(dd, J-7.9, 14.2 Hz, IH), 2.94(dd, J=6.9, 1«L2 
Hz, IHX 3^7(s, 3H), 3.83<dd, J=7.0. 7.4 Hz IH) 



[0 0 4 1] [^3] 
[0 0 4 2] 



-20- 



R' 

RB-SOzN^COY (XII) 



No. 




R 2 




Y 


* 


J H-NMR(0 ppm) 


2 2 




H 




NHOH 


RS 


2.25(4 3H). 2.67(dd, J=7.5. 14.2 Hz, IH), 2.95(dd, 
J=7.7, 14.2 Hz, IH). 3.81(dd. J=6.2. 14.2 Hz. 1H) 


23 


Ua H 


K 




NHOH 


US 


2.72(dd. J=* 0. 14.0 Hz, 1H), Zfl0(d4 J=«.2, L4.2 
Hz, LH), 352(111. 1H) 


2 4 


0^7^" CH 2 - 


H 


o-o- 


OH 


RS 


3.24-3.56Cm, 2H), 4.34<m. 1H) 


2 5 


if^l — N 


H 


/==\ /=\ 


NHOH 


RS 


3.22-3. 3S(in, 2H), 4.17-4.24(m, 2H), 7.80(d l J=8.0 
Hz, 2 HI 7.96(d. J=6.4 Hz, 2H) 


26 




Bn 


o-o- 


NHOH 


R 


2.88{pa. IHX 3.42<m. IH). 4.61(br.s, 1H). 4.66<d, 
J=15.e Hz, 1H). 4.7B(d, J=15.6 Hz. 1H) 


2 7 


O^W 


H 


h 2 n-so 1 -<Qk-<Qh- 


OH 


R 




2 8 




H 




OH 


R 


2.89(dd, J=7.5. 14.4 Hz. IHX 3.08<dd, J=6.0. 14.4 
Hz. 1H). 3.81(8, 3H) 


2 9 




H 




OH 


R 


2.36<s, IH> 2.88<dd, J«8.0. 145 Hz. iH)„ 3.11<dd. 
J«6.8, 145 Hz. IH) 



[0 0 4 3] [^4] 



R' 

R^-SOgN^COY (Xfi) 



No. 


R 1 


R a 


R e 


Y 




JH-NMR<« ppm) 
dt-DMSO 


3 0 




H 




OH 


R 


253<b, 3H), 2.86(dd, J=8.2, 14.0 Hz, IH), 
3.08^. J=6.0. 14.0 Hz. 2H) 


3 I 


0" CHi ~ 


H 




OH 


R 


2.73<dd. J=9.8> 146 Hz. 1H). 2.97<dd. J=6-G, 
14.6 Hz, J FT), 3.89Cm, 1H) 


3 2 




H 


Q--Q- 


OH 


R 


2.72<dd, J=fi,7, 13.6Hz, 1H), 2.34(dd, J=5.6. 13.6 
Hz. 1H), 3.84(ddd. J^5.6. &7. 8.7 Hi, 1H). 
8.23(^=0.7^) 


3 3 




H 




OH 


R 


2.88(d<L J=7.4, 15.2 Hz. 1H). a07(dd, J=6.2, 
14.4 Hz, 1H), 3.83<m, IH). 8.08&D. 1H). 10.80fe. 
1HX 12.70(br, IH) 


34 


(CHs)jCH- 


H 




OH 


R 


O.BfKd. J=7.0 Hz. 3HX 0.98(d. J=6.8 Hz. 3H). 
2.l2(m. 2HX 380<dd. .1=4.7, 9.7 Hz. 1HX 5.17<d, 
J=9.6Hz, IH) 


3 5 




H 




NHOH 


R 


2.72(dd. J=8.7. 13.6 Hz. IHX Z94(dd, J=6.6. 
ia6 Hz, IH), 3.84(ddd, J=5.6. 8.7. 8.7 Hz. IH). 
8.23<d.J=8.7Hz, 1H) _J 


36 




H 




NHOH 


R 


2.7J(dd. J=7.0, 14.4 Hz. IHX 2.96(d£ J=7.0. 
14.2 Hz, IHX 3-78(1, J=7 6 Hz, IH) 


3 7 


(CHa)2CH- 


H 




NHOH 


R 


0.76<d, J=€.6 Hz, 6H). 3.77(111. IHX 3.2G(m, IH) 


3 8 


Me H 


H 




OH j 


RS 


2.46(8. 3HX 2.89<dd. J=«.0, 14.0 He, IH). 
3.08(dd. J=€L8. 14.0 Hz, IH) 



[0 0 4 4] [^5] 



-21- 



R» 

tf-SOzN^COY (XII) 



No. 


R 1 


R 1 


R° 


Y 


* 


•H-NMRC5 ppm) 
d*-DMSO 


3 9 


SO z Me 


VI 




OH 


RS 


2.9C(dd, J=ao, 14.5 Hz, 1H), 3.09Cdd. J=5.2, 
14.6 Hz, 1H). 3.28<a, 3H> 


4 0 


Me 


H 




OH 


RS 


3.18(dd. J=6L5, 14.9 Hz, IH), 3.28(du\ J=6.3. 
14.9 Hz, 1HX 3.69(8, 3H) 


4 1 


Me 


H 




NHOH 


RS 


2.71(dd. J-7.9, 14.2 Hz, IH), 2.93(dd. J=65. 
14.3 Hz, 1HX 3.06(9, 3H), 3.78(tW, J*^7 1, 7 2 Hz. 
1H) 


4 2 




H 


/=\ „ /=\ 


NHOH 


RS 


2.34C3. 3HX 2.65<dd. J=7.8, 14.1 Hz, 1HX 
2.93(dd, J=7.6, 14.4 Hz, IH). 3.76{dd. J=6.8. 7.7 
Ha, 1H) 


4 3 


F xio.cH 2 - 


H 




NHOH 


RS 


2.7 ](dd. J=8.9, 14.4 Hi, 1H). 2.89{dd, J=6.6, 
14.4 Hz, IH), 3.75(dd, J=6.6, 6.8 Hz, IH) 


4 4 


(CH 3 )aCH. 


Bn 


0-°0- 


OH 


R 


0.80(d, J=«.6 He, IH), 0.91(d, J=*.2 Hz, 3H). 
2.03(m. 1 HX 4. 1 9{d. J-10.6 Hz, IH) (CDCla) 


4 5 


<Q-CH 2 - 


CHj 




NHOH 


R 


2.72(d 1 i J*&4, 13.8 Hx, IH), 2.B9(a, 3H), 
3.31(dd, J=7.2, 13.8 Hz, IH) (CDOj) 


4 6 




Bn 


0-°-0- 


NHOH 


R 


2.69(dd. J-6.1, 13.6 Hx, IH), 3.27<dd, J=9.1. 
13.6 Hz. IH), 4.6L(ABq, J=16.& Hz, 2H) 
(CDCM 


4 7 


(CH3)zCH- 


CHa 


0-°-0- 


NHOH 


R 


0.71<d, J=G.6 Hx, 3H), 0.88(d, J-6.4 Hz, 3H), 
2.88fo» 3H). 3.48(d. J=10.8Hz, IH) 



[0 0 4 5] [^6] 

R' 



R^-SOfeN . COY (XJI} 
R 2 



No. 


R 1 


R 3 


R» 


Y 


* 


>H-NMR(5 ppm) 
d«-EMS0 


4 8 


(CH 3 )aCH- 


Bn 




NHOH 


R 


0.66(d, J-6.8 Hz. 3H). 0.8Z(d, J=6.6 Hz, 3H\ 
3.74(a, 3H) 


4 9 


COMe 


H 


O-o-O- 


NHOH 


RS 


2.54(s, 3HX 2.69-2_89Cm, 2H), 3.87<m, 1H> 


5 0 


0~ ch *~ 


H 




j OH 


R 


2.62^, J=8.6, 13.5 Hz, IH), 2JBl(dd, J=6.5, 
13.6 Hz, IH), 3.09(6, 6H), 3.83<m, IH), 
6 86(d. J=90 Hx, 2H). 7.83(d, J=8.8 Hz. 2H) 


5 1 


0~ ch? ~ 


H 




NHOH 


R 


2.65(dd. J=8.9. 13.6 Hz. 1HX 2.B2(dd. J=6.6. 
13.6 Hz, IH), 3.86<m, 1H>, 7.75W, ,1=7.8 Hz, 
2H), 7JI7tt J=8.7Hr, 2H) 


52 




H 




NHOH 


R 


2.62{dd, J=S.G, 13.6 Hz, IH), 2.Bl<dd, J=6£, 
13.6 Hi, IH), 3.09(a. 6H). 3.83(m, 1HX 
&86(d, J=9.D Hz, 2HX 7.83{d. J=&8 Hz 2H> 


5 3 


0~ CHj ~ 


H 




OH 


R 


2.73(dd. J*#J3, 13.6 Hz, IH), 2.96<dd. J«=5.4. 
li6 Hz, IH), 3.M(dt, J=5.4, 9.3 Hz, IH). 
8.42(d 1 J=^.3 Hz. IH) 


64 




H 


H 3 CO-Q-CEC-Q- 


OH 


K 


2£7<dd. J=7A 14.2 Hz. IH). 3.08(dd, J=6.2, 
14^ Hz, IH). 3.81(a.3H) 


5 5 




H 




NHOH 


R 


2.62<dd. J=8.4. 13.6 Hx, IH), 2^0(dd, J=6.o, 
13.5 Hz, IH), 3 B2(ddd, J=6.0. &4, 8.7 Hl. 
1HX 8^8(d. J=a7 Hx IH) 


S 6 




H j 


h ' c -O- c;c -0- 


NHOH 


R 


2.36(8. 3HX 273(dd, J=8 1, 14.1 Hz 1H>, 
2.96<dd 1 J-6.6, 14.1 Hz, IH), 3.84(dd, J=8.l, 
16.3 Hz, IH), 



[0 0 4 6] [^7] 



-22- 



R 1 

R e -S0 2 N^COY (XII) 



No. 


R 1 


R* 




Y 




>H-NMR(6 ppm) 
cU-DMSO 


5 7 


Cr K] ) ch,- 


H 


H a CO-{3~ C5C-^^— 


NHOH 


R 


2.73(dd, J=ai, 14.1 Hz, IH), 2.95<dd, J=65, 
14.1 Hx, IH), 3.81(3, 3H) 


5 8 




H 




OH 


R 


2B7(dd. J=7.a 14.6 Hx. 1H), 3.07<dd, J=8.6. 
14.5 Hz, 1H), 3.93(in. 1H) 


5 9 


(CHa) 2 CH- 


H 




NHOH 


R 


0.75(d, J=a3 Hx. 3HX 0.77(d J=6.9 Hi. 3HX 
1.78(m, 1HX 3.30(m, 1H) 


6 0 




H 


\ f N V V 


OH 


R 


2.75(dd. J=9.3. 13.7 Hx, 1H), 2.99(dd, J-S.3. 
13.7 Hx. IH), 3.96(dt, J=5A 9.3 Hx. 1H>, 8.53<d. 
J =9 3 Hz. 1H> 


6 1 




H 




OH 


H 


3.03(dd. J=6.5, 15.1 Hi, 1HX 3.1fi(dd. J=4.7. 
l&J Hx, 1H>, 3.64<t, J=S.l Hz, 1H) 


6 2 


(CH3)zCH- 


H 




OH 


R 


0.81(d, J=6.9 Hz, 3H), 0.86^, J=6.9Hz, 3H), 
l-97(m, 1H), 3.69<m. 1H\ 3.88C*. 3H) 


6 3 




H 




NHOH 


R 


2.S5<dd, J=9A 13.1 Ha, 1H>. 2.82<dd, J=S.8, 
iai Hz. 1H). 3.86(dt. J=63. 9-3 Hx, Hz, 1H), 
7.72<<j. J=«.l Hz, 1H). B.19(q. J=*8.l Hz, 2H), 
8.49Cd, J-S.S Hz, 1H>, 8.88fs. 1H). 10.69<a. IH> 


6 4 


(CHsfcCH- 


H 




NHOH 


R 


0.78(d, J=6 A Hz, GH), 180(m, 1H> 


6 5 


(CHs^CH- 


H 


»*°-Q-* v*-0- 


NHOH 


R 


C78(d. J=6.9 Hz, 6H), 1.79cm. 1H), 3.3fi(a, 3H) 



[0 0 4 7] [^8] 



-23- 




-24- 



R 6 -SOj>NVCOY (XII) 



No. 


R 1 


R s 


R 8 


Y 


* 


'H-NMR(fi ppm) 
d.-DMSO 


7 S 


<CH.)*CH- 


H 


H3 c-Qjgi- 


OH 


R 


0.82*4 J=6.6 Hz, 3H), O.S7(d. J=6.6 Hz. 3H). 
2.00<m. IH), 3.Gl<dd, J=*5.9, 9.3 Hz, 1H) 


7 6 


(CHj)zCH- 


H 




OH 




032(d, J=7.0 Hz, 3H), 0.87(d, J=7.0 Hz, 3H), 
1.98(ni t 1H), 2.5 l<s, 3H) 


7 7 




H 




OH 




Z.3S<s, 3H). 2.75<dd, J=9.6. 13.2 Hz, 1H), 
2.99<dd.J=6.6, 13.6 Hi, 1H) 


7 8 




H 




OH 


R 


2.62(s, 3H), 2.75(dd, J=9.5, 13.7 Hz, 1H), 
2.99(dd,J=5.3, 13.7 Hz, IH) 


7 9 




H 




OH 


R 


2L63(s, 3H), 2.92(dd. J=7.8, 14.4 Hz. 1H), 
3.1 Kdd, J=6.2. 14.4 Hz. 1H) 


8 0 




H 




OH 


R 


2.75<dd, J=9.6, 14.0 Hz. IHl 3.02(dd. J=4.& 
14.0 Hz. 1HX &98{m, 1H) 


8 1 




H 




OH 


R 


2.92(dd, JrS.4, 14.2 Hz, IH), 3 I2(dd, J=5.B, 
14.2 Hz. lEi),4.00{m,lH) 


8 2 


(CHa)2CH^ 


H 




OH 


R 


0.83<d. J=«.6 Hz, 3H), 0.87{d, J=6.9 Hz, 3H). 
3.61(dd. J=€.0. 9.3 Hz. 1H) 


8 3 




H 
* 




OH 


R 


2.91(dd, J=7.6. 14.6 Hz. IH), 3.11(dd. J=6 4. 
14.6 Hz, 1H). 3£l<a. 3H) 



[0 0 4 9] [ilO] 



n 1 

H^SOjN^COY (XH> 
R 2 



nam 

No. 




R« 




Y 




*H-NMR(<5 ppm) 
di-DMSO 


8 4 


OXh 2 - 


H 




OH 


B 


2^4( a , 3H), 2.91(dd. J«=8.4, 14.2 Hz, IH), 
3.U(dd,J=6.4. 14.2 Ha. 1H) 


8 S 




H 


o- 


NHOH 


R 


2^6(dd. J=6.6. 13.6, IH). 2.79(dd. J=6.6. ia« 
Hz, 1H), 3.78(dt, J=6.4, 8.0 Hz, 1H) 


8 6 




H 


h,cohQ- 


NHOH 


R 


2.55<dd. J^8.0, 13.8. IH), 2.77(dd, J=«.8, 13.6 
Hz, lH).3.Bl(a3H) 


8 7 




H 


Q- 

Br 


NHOH 


R 


2.90-3. 1 Ofrn, 2H), 4.10(m. 1H), B.76(m. 1H> 


8 8 




H 


B '-0~ 


NHOH 


R 


2.61(dd, J=9.4, 13.8 He, lift 2.78(dd, J=€.t>, 
13.8 Hz, IH). 3.78Cm, IH). 7.43(d. J-8.2 Hz, 
2HX7.G0<d..*=8.2Hz.2H) 


8 9 


<Q-CH 2 - 


H 


Q- 

Ph 


NHOH 


R 


2.74-2.B0(m, 2H), 3.88(m, IH), 4.56{ni. IH) 


9 0 




H 


HgCOCO-^^- 


NHOH 


R 


2.S0(s, 3H), 2.7 l(dd, J=7.8, 13.6 Hz. IH), 
2.96{dd, J =7. 4, 13.6 Hz, IH). 3.82(dd, J-7.4, 8.8 
Hz. IH) (CDaOD) 


9 1 




H 


H0 "O~ 


NHOH 


R 


2.69(dd» J=7.6, 13.5 Hz. 1HX 2.93(dd. J=7.6, 
13.6 Hz, IH), 3.77(t, J=7 6 Hz, IH) (CDsOD) 


9 2 




H 


H 3 C 4 <H 2 C)^~^— 


NHOH 


R 


O.SOft, J=8 B Hz. 3HX l.22-1.40frn. 4H), 1.52- 
1.67(m. 2H). 2.62(t, J=7.7Hz. 2H), 2.86(dd, 
J=84, 13.7 Hz, IH), 3.02(dd, J=6.7, 13.7 Hz, 
IH) (CDCfcrt 



10 0 5 0] [ill] 



-25- 



R 1 

F^-SOgN'V'COY 



(XII) 



No. 


R 1 


R* 


R B 


Y 


* 


r H-NMR((5 ppm) 
dU-DMSO 


9 3 




H 




NHOR 


R 


0.7 l(jd. J=fi,B Hz, 3H), 0.74<d, J=5.4 Hz, 3H), 
1.73(m, 1H), 3.22(m. 1H), 3.82(s, 3H). 7.05(dL 
Hz. 2H). 7.69(d, J-9.0 Hi, 2H> 


9 4 




Bn 


o- 


NHOH 


R 


2.63(dd, J=6.8, 13.6 Hz. 1H), 3.23<dd. J-9.0, 
13.6 Hz, 1H), 4_S4(d. J=15„6 Ha, 1H), 4.68(d, 
j — ^ n Hi iin 


9 5 




Bo 


o- 


NHOH 


S 


2.53(m. 1HX 3.0l(m. 1H). 4.49-4.58<m. 2H) 


9 6 




H 




NHOH 


E 


2.60(dd, J=3.0, 13,8 Hz. 1H). 2.79(dd. J=*9.3. 
13.6 Hs, 1H), 3.76(m, 1H) 


9 7 




H 


p- 

Ph 


NHOH 


R 


2.84-3.10(m, 2H), 4-02(m, lHX33SCm. 1H) 


9 8 




H 




OH 


R 


2.87<dd, J=ao. 14JG Hz, 1HX 3.08<dd, J=6.6, 
14.6 Hz. IHX 4.00011, 1H) 


9 9 


(AcH 8 - 


Bn 


O- 


NHOH 


R 


0.87(1, J=6.3 Hz, 3H), 2.50<t> J=7.4 Hz, 2HX 
2.76(<M, J=9.G, 14.D Ha. 1H), 2.87{dd, J=6.8. 
14.0 Ha, 1H), 3.84(dd.J=S.8, 9.6 Hz, 1H) 


10 0 




H 


CH^CHifcCHt- 


NHOH 


R 


2.80(dd, J=4.6, 14.9 Hz. 1H), 3.40<dtl. J-9.4, 
14.0 Hz. 1H). 4.46<m. 1H) 


1 0 1 


0~ cHz - 


H 




NHOH 


R 


2.79Cdd J=8.5, 13.4 Hz. 1H), 2JB9(dd. J=6.4. 
13.4 Hi, 1H), 6.55(d. J=1G<5 Hz, 1H) 


0 5 1] [112] 

R l 

RO-SOzN^COY (Xlf) 


No. 


R» 


R 2 




Y 


* 


>HNMR( ppm) 
dt-DMSO 


1 0 2 


(CH^CH- 


H 




OH 


R 


0^0(d, J=«6 Ha, 3HX 0.84<d, J=€ 9 Hz, 3H), 
1.97(m. lH),3.63(m. 1H) 


1 □ 3 


(CHafcCH- 


H 




OH 


R 


0.78<d, J=6.9 He, 3H), 0.82(d, J=8.fl Hz. 3H), 
1.9 l(m. lH),3.14(m, 1H) 



[0 0 5 2] 

mmmi mmp-s«^i 

TfTl^cOHuman Bone Marrow cDNA£riB^T, PCRtCtoTC 
atalytic domain ( 99 Phe~ 262 Gly) £ri#4B Lfco ^H^H 

3^<^ P Trc99A(C^ u-^y^L, IPTG (Isopropyl 
- /3 -D-thiogalactopyranoside) oT^^^^^rtr 
^te®^^5SmU7h 0 (Thau F. Ho, M. Walid 

Qoronfleh, Robert C. Wahl, Trica A. Pulvino, Ka 
ren J. Vavra, Joe Falvo, Tracey M. Banks, Patricia 

G. Brake and Richard B. Ciccarelli : Gene express i 
on, purification and characterization of recombina 
nt human neutrophil collagenase. Gene 146, (199 
4) 297-301, *JM»«r«=FaKUW*Ufc). *»&m 

MMP- 8^r#fCc 



HJgfll 2 MM P - 8 ©»*ffi»i§ti=SJJt«fc 
MMP-8 0^m?£t£$J;£&Ki, C. Graham Knight, Fr 
ances Willenbrock andGillian Murphy : A novel coum 
arin-labelled peptide for sensitive continuous ass 
ays of the matrix metallproteinases : FEBS LETT. , 
296, (1992), 263-266CO^^{^^ Ctz 0 : MOCAc-Pr 

o-Leu-Gly-Leu-A 2 Pr (DNP) -Ala-Arg-NH 2 ^Peptide Insti 
tute, Inc. Osaka, Japan £r/BV^fc 0 V&MM<OT y±^f 
mrXDit^iM^W ^O^T&CD4oCDT y±^C &ft 

(a) mwte&mm, s^mmp-s), vmm 
(b> mxte&mm* mmm 
(o mm&f&mm. mmmp-s) 
(d) mma^mw) 

(%)Sr^fc 0 

(1-(A-B)/(C-D)} X100 
#bftfclMF**«l 3^^Lfc 0 
[0 0 5 3] 



-26- 



[^1 3] 



[0 0 5 4] 



its® 

No. 


lOOOnM 


No. 


1 0 0 0 nM 

as (so 


No. 


1 0 0 0 nM 


1 


8 7.4 


3 6 


9 9. 7 


7 1 


7 9. 5 


2 


94. 5 


3 7 


10 1. 4 


7 2 


9 9.8 


3 


10 0. 0 


3 8 


8 9. 6 


7 3 


9 5. 3 


4 


10 1. 0 


3 9 


8 9. 8 


7 4 


& ? . o 


5 


9 9. 8 


4 0 


9 5. 9 


7 5 


9 9. 4 


6 


10 0. 0 


4 1 


9 9. 8 


7 6 


7 9. 7 


7 


10 1. 2 


4 2 


9 8. 9 


7 7 


Q ^ 7 
9 w ■ f 


8 


9 7.6 


4 3 


9 8. 5 


7 ft 


ft *\ A 


9 


10 1. 8 


4 4 


9 9. 6 


7 Q 


1 fi 1 ^ 


1 0 


9 9. 9 


4 5 


9 8. 2 


8 0 




1 1 


9 9. 6 


4 6 


10 0. 7 


ft 1 


Q ft 3 


1 2 


9 4. 0 


4 7 


10 0. 5 


8 2 


9 8. 2 


1 3 


9 8.9 


4 8 


9 9. 6 


8 3 


10 1.6 


1 4 


9 3.9 


4 9 


10 1. 2 


ft A 


i n i fi 


1 5 


8 3.7 


5 0 


7 8. 3 


8 5 


9 5 5 


1 6 


9 8.2 


5 1 


9 6. 1 


ft fi 


7 / > D 


1 7 


10 1. 6 


5 2 


10 0. 1 


8 7 


ft R 


1 8 


9 4. 4 


5 3 


ft ft ft 


ft ft 
o o 


Q 7 ^ 

y i . d 


1 9 


10 0. 7 


5 4 


9 4 6 


st o 


ft ft 7 


2 0 


10 0. 9 


5 5 


Q Q ft 


q n 
y u 


DO 7 


2 1 


9 7.4 


5 6 


10 1 8 


u 1 


Q 7 7 

y r . f 


2 2 


10 2. 3 


5 7 


X U 1 . o 




Q fi 1 


2 3 


9 6. 3 


5 8 


7 Q c 


Q Q 


y y . o 


2 4 


8 3. 3 


5 9 


9 9. 8 


9 4 


9 9. 5 


2 5 


10 1.1 


6 0 


8 2.5 


9 5 


8 3.3 


2 6 


9 9.2 


6 1 


7 7.8 


9 6 


9 1.3 


2 7 


94. 5 


6 2 


9 5.8 


9 7 


9 6.0 


2 8 


9 9.1 


6 3 


9 8.5 


9 8 


9 5.7 


2 9 


10 1.8 


6 4 


10 1.4 


9 9 


9 8. 8 


3 0 


10 0.0 


6 5 


10 0. 8 


10 0 


9 9. 7 


3 1 


9 1.7 


6 6 


9 9. 1 


10 1 


9 5.4 


3 2 


9 5.1 


6 7 


10 1.0 


10 2 


8 4.8 


3 3 


10 0. 3 


6 8 


9 5.7 


10 3 


9 5.3 


3 4 


9 5.0 


6 9 


8 5.6 






3 5 


10 0.9 


7 0 


10 1. 5 







J$& ^ (I) -?&£>£ti%lt&% 

i-W-f 274 mg 

HPC-L 



10 mg 
700 mg 

16 mg 



n (i) •vmt>£tiz>4k&mt%m*6 oy y*/^<ox> 

5V>(Cil-fo =» — >-.*^~ 1 2 0^ y^a.tfXfcSV* 
PC-L «SMt Kn=3r^nt'^t;i/n-^) tK^ 

5£ (I) -C*feS*b6flS* 



1000 mg 

1mm) Lfctf>*>. ^t^o ft&fefcttJNUBtt*r»ft 
-fcSi^ (l2/6 0yr>a) n*tt»LMttXOfrft*. 
WIM2 



10 mg 
79 mg 
10 mg 
1 mg 



5WCSW* 0 a-y^^-f-fj: 12 0^ y*>a©^5V^ 



100 mg 
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a: (i) T?*fc3ft,*tt:-&4 

HPC-L 



15 mg 
90 mg 
42 mg 
3 mg 



5t (I) -emfrZtlZfc&fo, ^6 0^7^^ 



150 mg 

^Ol 5 0mg$r4^if7^>'^^ P ir/Hc:^-r 



* (I) -C*fc*Jx*ft:*4 



CMC-N a 



10 mg 
90 mg 
30 mg 
15 mg 
5 mg 



* (i) -em&istiZ4£&vi>. fum. «»*^n- 

CMC-N a (^V^^f/kfeA'n-^ h 

5. 



150 mg 

[0 0 5 5] 



(51) Int. CI. 6 

A 6 1 K 31/41 
31/425 
31/44 

// C 0 7 C 311/19 
311/29 
311/37 
C 0 7 D 209/20 
213/56 
257/04 
277/16 
307/91 
333/34 
403/12 
409/12 



ABG 



2 0 9 
2 0 9 



F I 

A 6 1 K 31/41 
31/425 
31/44 

C 0 7 C 311/19 
311/29 
311/37 

C 0 7 D 209/20 
213/56 
257/04 
277/16 
307/91 
333/34 
403/12 
409/12 



ABG 



2 0 9 
2 0 9 
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